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Altered organ accumulation of oligonucleotides using polyethyleneimine 
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...ABSTRACT: with non-ionic amphiphilic block copolymer, Pluronic(R) P85 
(P85-g-PEI (2K) ) as carriers for systemic delivery of ODNs . Following i.v. 
injection an *antisense* ODN formulated with PEO (8K) -g-PEI (2K) 
accumulated mainly in kidneys, while the same ODN formulated with 
P85-g-PEI (2K) was found almost... 

...these molecules. Therefore, polyether-graf ted PEI carriers provide a 
simple way to enhance ODN accumulation in a desired compartment without 
the need of a specific *targeting* *moiety* . 
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0311726 DBR Accession No. : 2003-12866 PATENT 

Targeted oligonucleotide construct for therapeutic use, has targeting 
moiety that localizes to a site in organism, oligonucleotide 
complementary to nucleic acid of interest and detectable label or 
therapeutic agent - antisense oligonucleotide useful for gene therapy, 
diagnosis and imaging 
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PATENT ASSIGNEE: GEN HOSPITAL CORP 2 0 03 
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ABSTRACT: DERWENT ABSTRACT: NOVELTY - A targeted oligonucleotide construct 
(I), comprising a *targeting* *moiety* (II) which localizes to a site 
in an organism, an oligonucleotide (III) complementary to a nucleic 
acid of interest, and a payload (IV)- which is.. . 

...sugar, steroid, hormone, nutrient and protein. The detectable label is a 
chemiluminescent label, radioisotope, fluorescent label, paramagnetic 
contrast agent and metal chelate. (Ill) is an *antisense* 
oligonucleotide or its analog. (IV), (II) and (III) are coupled to each 
other. The therapeutic agent is an enzyme, enzyme inhibitor, receptor 
ligand, radioisotope, antibiotic. . . 



is administered 'through subcutaneous, oral, transdermal, intravenous, 
parenteral, bolus intraperitoneal or intrathecal route. The dosage is 5 



mug- 100 mg. EXAMPLE - c-myb-octadecamer oligonucleotides (*ant isense* 
Y-GTGTCX3GGGTCTCCGGGC and sense Y-GCCCGGAGACCCCGACAC were synthesized 
and derivated at the 5' end with hexylaminophosphothioate 
( Y=NH2 - (CH2) 60-P(=0) (SH)O-) in. . . 

...in turn increased the labeling efficiency of the oligonucleotides. HISM, 
SK-N-SH and NIH-3T3 cells were incubated with radiolabeled c-myb sense 
and *antisense* oligonucleotides, for 40 minutes. The results showed 
that HISM cells showed a marked increase in uptake with increasing 
concentrations of radiolabeled *ant isense* oligonucleotide (10 % at 1 
micro-M and 30 % at 7.5 micro-M) , whereas the labeled sense showed only 
a slight change (5 % at 1 micro-M versus 7 % at 7.5 micro-M). With the 
neuroblastoma cell line there was no change in *antisense* uptake over 
the concentration range studied (7 % for 1-7.5 micro-M). Over the same 
concentration range, the sense compound showed lower uptake (2 %) . For 
the fibroblast cell line, the percent uptake at 1 micro-M was similar 
for both sense and *antisense* (4 %) . This uptake decreased with 
increasing sense concentration (-1 % at 7.5 micro-M) while with the 
*antisense* , uptake increased to 6 % at 5 micro-M and then decreased 
slightly to 5.5 % at 7.5 micro-M. These findings were consistent with 
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New isolated or purified polypeptide and nucleic acid molecule encoding 

mitochondrial topoisomerase I, useful for treating cancer, e.g. ovarian 
cancer, melanoma, lung cancer - vector -mediated gene transfer, 
expression in host cell and antibody for recombinant protein 
production, drug screening and gene therapy 
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. . .ABSTRACT: amidated, carboxylated, phosphorylated, esterified, N-acylated 
or converted into an acid addition salt; (4) a conjugate comprising the 
polypeptide of (3) and a cell-surface *targeting* *moiety*; (5) 
compositions comprising the novel nucleic acid molecule, the 
polypeptide of (3) or the conjugate of (4) , and a carrier; (6) a 
hybridoma cell line. . . 

. . . level of mt topo I in a cell by contacting the cell with the novel 
nucleic acid, a vector of (1) comprising or encoding an *antisense* 
molecule specific for mt topo I or encoding a ribozyme specific for mt 
topo I, a polypeptide of (3), or a conjugate of (4), to... 

... vitro assay . Preferred Polypeptide: The polypeptide comprises a 601 or 
593 residue amino acid sequence, given in the specification. Preferred 

Conjugate: The conjugate comprises a *target* *moiety* which is an 
antibody or an antigenically reactive fragment of the antibody. 
Preferred Method: The isolated or purified polypeptide in the method of 
altering the level of mt topo I in a cell, is contained within a 

liposome comprising a cell -surface ^targeting* *moiety* that binds to 
■ the cell being contacted. Preparation: The nucleic acid molecule was 
isolated using standard isolation techniques. ACTIVITY - Cytostatic. No 
biological data is given. . . 
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New compositions comprising lyophilizable and enhanced compacted nucleic 
acids, useful in gene therapy, particularly for facilitating treatment 
of pulmonary diseases, such as cystic fibrosis - gene transfer, 
expression in host cell, DNA compaction and anti sense oligonucleotide 
for disease therapy 
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. . .ABSTRACT: is complexed to the nucleic acid, where the nucleic acid 
molecule, particularly cDNA or RNA, encodes at least one functional 
protein or at least one *antisense* nucleic acid. INDEPENDENT CLAIMS 
are also included for the following: (1) estimating the colloidal 
stability of a preparation of compacted nucleic acids comprising: (a) 
determining. . . 

...delivered to and taken up by the cells; (b) the polynucleotide encodes a 
protein,- where the protein is expressed; and (c) the polynucleotide, 
encodes an *antisense* nucleic acid, where the *antisense* nucleic acid 
is expressed. BIOTECHNOLOGY - Preferred Composition: The polycation 
molecules are polylysine or a polylysine derivative. Preferably, the 
polylysine derivative is polylysine peptide with a. . . 

. . .having an average molecular weight of 10 kDa is attached to the cysteine 
residue. Preferably, the polycation molecule comprises 30 residues of 
lysine and a *targeting* *moiety* . The composition is lyophilized and 
is rehydrated after lyophilization. Preferably, the composition does 
not contain a disaccharide . Preferred Method: In method (2), the mixing 
is . . . 
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Altered organ accumulation of oligonucleotides using polyethyleneimine 

grafted with poly (ethylene oxide) or pluronic as carriers - the use of 
polyethyleneimine in gene therapy and in vivo and in vitro gene 
expression level alteration in specific organ 
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. . .ABSTRACT: grafted with non-ionic amphiphilic block copolymer, 
Pluronic (R) P85 {P85-g-PEI (2K) ) as carriers for systemic deliveryof 
ODNs. Following i.v. injection an *antisense* ODN formulated with 
PEO(8K) -g-PEI (2K) accumulated mainly in kidneys, while the same ODN 
formulated with P85-g-PEI (2K) was found almost... 

. . . PEI in these molecules. Therefore, polyether-graf tedPEI carriers provide 
a simple way to enhance ODN accumulation in a desiredcompartment 
without the need of a specific *targeting* *moiety* . (9 pages) 
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Polymeric gene carrier for targeting genes to cells like hepatocytes - 
plasmid pSV-ss -gal -mediated beta-galactosidase reporter gene and 
therapeutic sense, anti sense and ribozyme gene transfer and expression 
in mammal using a poly- L- lysine polymer complex for gene therapy 
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. . .ABSTRACT: with at least one free amino acid group substituted with a 
polyethylene glycol (PEG) and anther free amino group of poly (L-lysine) 
substituted with *targeting* *moiety* with 50% if unsubstituted amino 
groups left free in poly (L-lysine) is new. Also claimed are a 
composition containing the polymeric gene carrier compound. . . 

. . . them with the composition under conditions such that the composition 
enters the cells and release nucleic acid encoding e.g. a virus 
antigen, sense RNA, *antisense* RNA, ribozyme and therapeutic proteins 
etc.. Plasmid pSV-ss-gal expressing beta-galactosidase (EC-3 . 2 . 1 . 23 ) 
was used to monitor the expression of... 
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New polypeptide (s) which contain fragments of growth arrest- specific 

home ob ox protein 6AX - recombinant protein production, adeno virus and 
retro virus vector and antisense DNA for therapy and gene therapy 
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. . .ABSTRACT: nuclear autoantigen-Ki and/or proliferating cell nuclear 
antigen (PCNA) . Also claimed are: a fusion' protein containing the GAX 
protein fragment and a detectable marker, *targeting* *moiety*, 
stabilizing protein or GAX repressor; nucleic acid encoding the new 
protein; and a vector, preferably an adeno virus or retro virus vector, 
containing the nucleic. . . 

. . . used to affect cell cycle progression. Applications of the proteins 
include treatment of SMC hyperprolif eration . The DNA can be used for 
gene therapy of restenosis. * Antisense* molecules and DNA probes can be 
used for . inhibition and detection, respectively, of GAX expression. 
(73pp) 
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0159496 DBR Accession No. : 94-02047 PATENT 

Therapeutic delivery system based on phage MS2 coat protein - gene therapy 
using a gene, ribozyme, antisense DNA or antisense RNA in a recombinant 



empty capsid with a modified residue for e.g. galactose attachment 
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...ABSTRACT: between the genomic and foreign moieties. The coat protein may 
be modified to provide a site (with a Cys residue) suitable for 
attachment of a ^targeting* *moiety* (e.g. galactose) . The Cys residue 
may be introduced into the N-terminal protruberant beta-hairpin of the 
coat protein. The foreign moiety may be a gene, gene fragment, 
ribozyme, *antisense* DNA or *antisense* RNA oligonucleotide, 
cytostatic agent or chemotherapeutic agent. Empty capsid disassembly is 
carried out at acid pH, and, after modification, reassembly is carried 
out at increased. . . 
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Transport vector comprising avidin moiety bound to biotin agent - useful 
for antisense DNA or peptide delivery to tissue in vivo or in vitro, 
e.g. gene therapy and drug delivery 
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....ABSTRACT: avidin via an avidin-biotin linkage is claimed. The following 
are also claimed: (1) a DNA sequence encoding a fusion protein of 

avidin and a * targeting* *moiety* ; (2) a recombinant host cell 
containing the DNA which produces the fusion protein in sufficient 
quantity for isolation and purification. The vectors are used for drug 
targeting in vitro and to tissues in vivo, particularly peptides and 

oligonucleotides. They are useful for delivery of *antisense* DNA 
because the cationic nature of avidin allows direct targeting of cells 

and eliminates the need to couple the cationic protein to the 

*targeting* *moiety* by a complex method. The high affinity of the 
avidin-biotin bond is an improvement on the low affinity interactions 
of. current methods of delivery... 
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